What tfi claimed Is: 



1. Use of a compound of fomnula I, 




(I) 



wherein 

WisOorS; 

XlsNRs: 

Y Is CR8Ri(r(CH2)„ wherein 

R, and R,o are Independently of each other hydrogen or lower alkyl. and 
n is an integer of from and including 0 to and including 3; or 

Y is SO^ 
Ri is aiyi; 

Ba is a mono- or bicyclic heteroaryl group comprising one or more ring nitrogen atoms with 
the exception that cannot represent 2-phthalimidyl, and in case of Y = SOa cannot 
represent 2,1 ,3-ben2othiadiazol-4-yl; 

any of Ra. R4. Rs and Re, independently of the other. Is H or a substituent other than hy- 
drogen; and 

R7 and Rb. independently of each other, are H or lower alkyl; 
or a N-oxide or a phannaceutically acceptable salt thereof for the preparation of a 
pharmaceuUcal product for the treatment of a neoplastic disease which responds to an 
Inhibition of the VEGF receptor tyrosine kinase activity. 

2. Use of a compound of formula I, wherein the radicals and symbols have the meanings as 
defined In claim 1 . or a N-oxide or a phamnaceutically acceptable salt thereof for the 
preparation of a phannaceutical product for the treatment of retinopathy or age-related 
macula degeneration. 
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3. A method for the treatment o1 a neoplastic disease which responds to an inhibition of the 
VEGF-receptor tyrosine kinase activity, which comprises iadministering a compound of 
formula I or a N-oxide or a pharmaceutically acceptable salt thereof, wherein the radicals 
and symbols have the meanings as defined in claim 1, in a quantity effective against the 
said disease, to a warm-blooded animal requiring such treatment. 

4. A method for the treatment of retinopathy or age-related macular degeneration, which 
comprises administering a compound of formula I or a N-oxide or a pharmaceutically 
acceptable salt thereof, wherein the radicals and symbols have the meanings as defined In 
claim 1 , in a quantity effective against said diseases, to a warm-blooded animal requiring 
such treatment. , 



5. A compound of formula I, 

wherein 

WisOorS; 

XisNRs; 

Y Is CR9R,(r(CH2)„ wherein 

Rg and R,o are independently of each other hydrogen or lower alkyi, and 

n is an integer of from and including 0 to and including 3; or 
YisSOa: 
Ri is aryl; 

Ra is a mono- or bicyclic hetercaryl group comprising one or more ring nitrogen atoms with 
the exception that Rj cannot represent 2-phthaIlmidyl, and in case of Y = SOa cannot 
represent 2,1 ,3-ben20thiadla20l-4-yl; 

any of Ra, R4, Rs and Re, independently of the other, is H or a substituent other than hy- 
drogen; and 

Ryand Rs, independently of each other, are H or lower alkyI; 

with the exception of the compound of formula i wherein W is O, X is NRs. Y is CHj, Ri is 4- 

chlorophenyl. Rz is 2-pyridyl, R3, a.. Rs. R7 and Re are each H and Re is chloro; 
or a N-oxide or a pharmaceutically acceptable salt thereof. 



6. A compound of formula I according to claim 5, 
wherein 
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WisOorS; 
X Is NRe: 

Y Is CHR9-(CH8)„ wherein 

R9 is hydrogen or lower alkyi, and 

n Is an Integer of from and including 0 to and including 3: or 

Y is SO2; 
R, is aryl; 

Rj is a mono- or bicyclic heteroaryl group conriprising one or more ring nitrogen atoms wHh 
the exception that Rz cannot represent 2-phthalimidyl, and in case of Y = SO2 cannot 
represent 2,1 ,3-benzothiadiazoM-yl; 

any of R3. R4. Rs and Re. independently of the other, is H or a substltuent other than hy- 
drogen; and 

RTand Rs, independently of each other, are H or lower all<yl; 

with the exception of the compound of formula I wherein W is O, X Is NRs, Y is CH2, Ri Is 4- 

chlorophenyl. Ra is 2-pyridyl, R3. R4, Rs. R? and Ra are each H and Re Is chloro; 
or a salt, thereof. 

7. A compound of formula I according to claim 5, 

wherein 

WIsOorS; 

X Is NRs; 

Y is CHR9-(CH2)„ wherein 

Rs Is H or lower alkyI, and 
n is 0 to 3; or 
YisSOa; 

R, is phenyl that Is unsubsituted or substituted by up to three substHuents selected from 
amino, mono- or disubstituled amino wherein the substituents are selected 
independently from lower alkyl. hydroxy-lower alkyl. phenyl-lower alkyl. lower all<anoyl, 
benzoyl and substituted benzoyl wherein the phenyl radical Is substituted by one or two 
substituents selected from nitro, amino, halogen, N-lower alkylamlno. N.N-dl-lower al- 
kylamino, hydroxy, cyano, carboxy. lower-a»<oxycarbonyl, lower alkanoyi and carbamoyl, 
and phenyl-lower alkoxycarbonyl wherein the phenyl radical radical Is substituted by one 
or two substituents selected from nitro. amino, halogen. N-lower alkylamlno, N.N-dl-lower 
alkylamino, hydroxy, cyano. carboxy. lower-alkoxycarbonyl, lower alkanoyi and 
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carbamoyl; lower alkyi; substituted lower alkyi where up to three substituents are present 
independently selected from the group containing halogen, N-lower aikylamino. N.N-di- 
lower aikylamino, N-lower alkanoylamino, hydroxy, cyano, carboxy, lower alkoxycarbonyl 
and phenyl-lower alkoxycarbonyl; hydroxy, lower alkoxy; phenyl-lower alkoxy; phenyloxy; 
halogen-lower alkoxy. lower alkanoyloxy; benzoyloxy; lower alkoxycarbonyloxy; phenyl- 
lower alkoxycarbonyloxy; nitro; cyano; carboxy: lower alkoxycarbonyl; phenyl-lower 
alkoxycarbonyl: phenyloxycarbonyl; lower alkylcarbonyl; carbamoyl; N-mcno- or N,N- 
disubstiluted carbamoyl that is substituted by one or two substMuents Independently 
selected from lower alkyi. phenyl-lower alkyi and hydroxy-lower alkyi, at the terminal 
nitrogen atom; amidino; guanidino; mercapto; sulfo; lower alkylthio; phenylthio; phenyl- 
lower alkylthio; lower alkylphenylthio; tower alkylsulfinyl; phenylsulflnyl; phenyl-lower 
alkylsulfinyl; lower alkylphenylsulfinyl; lower alkanesulfonyl; phenylsullonyl; phenyl-lower 
alkylsulfonyl; lower alkylphenylsulfonyl; lower alkenyl; lower alkanoyi; hatogen-lower 
alkylmercapto; halogen-lower alkylsulfonyl; dihydroxybora (-B{OH)2); and lower alkylene 
dioxy bound at adjacent C-atoms of the ring; 
Rj is Imidazolyl. quinolyl. naphthyridinyl. or a moiety of the formula lb or Ic 



wherein 
r is 0 to 2; 

A, B. D. and E are, independently of one another, N or CH, with the stipulation that not 

more than 2 of these radicals are N; preferably; and 

Q is lower alkyi. hydroxy, lower alkoxy. lower thioalkyi or hatogen; 

any of Ra. R4. Rs and Re. independently of the other, is H. fluorine or lower alkyi; and 

R7 and Re, independently of each other, are H or lower alkyi; 

or a N-oxide or a pharmaceutically acceptable salt thereof. 

8. A compound of formula I according to claim 5, wherein 

W is O; 

XIsNRa; 




A=B 




(Ic) 
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Y is CHR9-(CH2)n wherein 

R9 is H or methyl, and 

n is 0; 
orYisSOa: 

R, is phenyl, naphthyl or 5.6.7.8-tetrahydronaphthyl which is in each case either 

unsubstituted or independently substituted by one or two substituents selected from the 
group comprising halogen; lower alkyi; lower alkoxy; hydroxy; phenyl; phenoxy; halogen- 
lower alkoxy: halogen-lower alkyl; lower alkoxycarbonyl; N-lower alkyl carbamoyl; lower 
alkylsulfinyl; lower alkanesulfonyl; and lower alkoxycarbonyl lower alkyI: 
Rj is imidazolyl. quinolyl. naphthyridinyl. 2-methyl-pyridin-4-yI. 3-pyridyl or 4-pyridyl: 
any of R3, R4. Rs and Re, independently of the other, are H. methyl or chloro; or 
Ra and R4 together represent methylene dioxy and Rs and R*. independently of the other, 

are H, methyl or chloro; and 
R7 and Rb, independently of each other, are H, fluorine or methyl; 
or a N-oxide or a pharmaceutically acceptable salt thereof. 

9. A compound of formula I according to claim 5, wherein 

WisO; 

XisNRs; 

Y is CHR9-(CH2)„ wherein 

R9 is H or methyl, and 

n isO; 
orYisSOa; 

R, is phenyl which is either unsubstituted or independently substituted by one or two sub- 
stituents selected from the group comprising halogen; lower alkyl; halogen-lower alkyl; 
lower alkylsulfinyl; and lower alkanesulfonyl; 

Ra is imidazolyl. quinolyl, naphthyridinyl, 2-methyl-pyridin-4-yl, 3-pyridyl or 4-pyridyl; 

any of Rs. R4. Rs and Re. independently of the other, is H or methyl; and 

R7 and Re. independently of each other, are H or methyl; 

or a N-oxWe or a pharmaceutically acceptable salt thereof. 



10. A compound of fonnula I according to claim 5, wherein 
WIsO; 



X is NRs; 

Y is CHR9-(CH2)„ wherein 

Rs is H or methyl, and 

n is 0; 
or Y is SO2; 

R, is phenyl which is either unsubstituted or independently substituted by one or two sub- 

stituents selected from the group comprising halogen; lower alkyl; halogen-lower alkyi: 

lower alkylsulfinyl; and lower alkanesulfonyl; 

Ra is imidazolyl, quinolyi. 2-methyl-pyridin-4-yl or 4-pyridyl: 

any of R3, R4. Rs and Re. independently of the other, is H or methyl: and 

R,and Re, independently of each other, are H or methyl; 
or a salt thereof. 

1 1 . A compound of formula I according to claim 5, wherein 

WIsO; 

XisNRe; 

YisCH2; 

R, is phenyl, naphthyl or 5.6.7.8-tetrahydronaphthyl which is In each case either 

unsubstituted or independently substituted by one or two substituents selected from the 
group comprising halogen; lower alkyl: lower alkoxy; hydroxy: phenyl; phenoxy; halogen- 
lower alkoxy; lower alkoxycarbonyl; N-lower alkyl carbamoyl; and lower alkoxycarbonyl 
lower alkyl; 

R2 is 4-pyridyl; 

any of R3. R*. Rs and Re. independently of the other, are H. methyl or chioro; or 

Ra and R4 together represent methylene dioxy and Rs and Re. independently of the other. 

are H, methyl or chioro; and 
Ry and Rb are H; 

or a N-oxide or a pharmaceutically acceptable salt thereof. 

12. A compound of fomiula I according to claim 5 selected from 
2-I(4-pyridyl)methyIlamino-N-(4-trifluoromethylphenyl)ben2amIde; 
2-[(4-pyridyl)methyl]amino-N-(4-chlorophenyl)ben2amlde; 
2-[(4-pyridyl)methyl]amino-N-(4-methylphenyl)ben2amlde; 
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2-l(4-pyridyOmethyl]amino-N-(3-fluoro-4-methylphenyl)ben2amide; 

2-t(4-pyridyl)methyI]amino-N-(4-chloro-3-trifluoromethylphenyl)benzamide; 

2-l(4-pyridyl)methyl]amino-N-(3-chloro-5-trifluoromelhylphenyl)ben2amide; 

2-[(4-pyridyl)methyl]amino-N-(4-methylphenyl)-6-methylbenzamide: and 

2-[(4-quinolyl)methyl]amino-N-(4-chloronnethylphenyl)ben2amide: 

or a pharmaceutically acceptable salt thereof. 

13. A compound of formula I according to claim 5 selected from 
2-[{4-pyridyl)methyl]amino-A^l3-fluoro-(4-trifluoromethyl)phenyl]ben2amIde: 

2.[(4-pyridyl)methyl]amino-Af-phenylben2amide; 

2-l(4-pyridyl)methyl]amino-W-I4-fluoro-3-{trifluoromethyl)phenyllber>2amide:' 

2-[(4-pyridyl)methyl]amino-W-[3-fluorG-5.(trifluoromethyl)phenyl]ben2amide; 

2-[(4-pyridyl)methyl]amino-N-I3.5-(bistrifIuoromethyOphenyl]benzamlde; 

2-l(4-pyridyl)methyl]amino-N-l3,4-bis-{trifluoromethyl)phenyl]ben2amide: 

2-U4-pyridyl)methyl]amino-Ml3-methoxy-5-(trifluoromethyl)phenyl]benzamlde: 

2-I(4-pyridyl)methyI]amino-W-[3-(trifluoromethyOphenyl]ben2amide; 

2-I(4-pyridyOmethyl]amino-W-l3-(1 .1 -dimethylethyOphenyqberJzamide; 

2-[(4-pyridyl)methyllamino-A/-(3-cyanophenyl)ben2amide; 

2-I(4-pyridyOmethyI]amino-N-[(3-methyIthio)phenyi]ben2amide; 

2-l(4-pyridyOmethyqamino-W-(3-acetylaminophenyI)ben2amide: 

2-[(4-pyridyI)methyl]amino-W-l3-[(aminocarbonyOamino]phenyl]benzamide; 

2- l(4-pyridyI)methyl]amino-AAl3r(dimethylamino)phenyilben2amide; 
5-methoxy-2-l(4-pyridyOmethyi]amino-/^t3-(trifluoromethy!)phenyl]ben2amide; 

3- methyl-2-[(4-pyridyl)methyl]amino-A^l3-(trHluoromethyl)phenyl]ben2amlde; 
4.5-difluoro-2-l(4-pyridyI)methyl]amino-/V-l3-(trifluoromethyl)phenyl]ben2amlde: 

2-l(4-pyridyOmethyl]amino-W'-melhyI-N'l3-(trifluoromethyI)phenyi]benzamide; 

2-l(4-pyridyl)metiiyl]amino-A^l(3-methy!sulphonyl)phenyl]ben2amide; 

2-l(4-pyridyl)methyl3amino-Af-[(3-methylsulphinylphenyl]ben2amide: 

2-K4-pyridyOmethyl]amino-A^l4-(1 ,1 -dimethylethyOphenyl]ben2amide; 

2-l(4-pyridyl)methyl]amino-A/-(3-chIorophenyl)ben2amide; 

2-l(4-pyridyl)methyl]amlno-A/-{3-bromophenyl)ben2amide: 

2-l(4-pyridyl)methyl]amino-A/-{3-methy1phenyl)ben2amIde; 
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2-[(4-pyridyl)methyl]amino-A/-(3-ben2oy!phenyl)ben2amide; 

24(4-pyndyI)methy!]amino-A^l3-(aminocarbonyl)phenyl]ben2amide; 

2'l(3-pyridyl)melhyl]amino-AA[3-(trifluoromethyI)phenynbenzamide; 

2-[(4-quinolinyl)methyl]amino-N-[3-(trifluoromethyl)phenyI]ben2amide; 

2-I(5KiuinoIinyl)rTiethyQamino-A^I3-(trifluoromemyl)phenyI]ben2amide; 

2-l(4-(2-methyl)pyridyl)methyl]amino-/SAI3-(trifluoromethyl)phenyI]^ 

2-[(4-(1 .2<iihydro-2HDXo)pyridyI)methyl]amino-A;-[3-(trifIuoromethyl^^^ 

2-l(4K?uinoIinyI)methyl]amino-N-(4-chlorophenyl)benzamide; 

2-[(2-imida2olyl)melhyl]amino-M(4-chIorophenyI)benzamide; 

2-l2-(4-pyridyl)ethy!]amino-A/^[3-(trifluoromethyOphenyqben2amide; 

2-[2-(3-pyridyl)ethyl]amino-A^[3-(trifluoromethyl)phenyqben2amide; 

2-[1-melhyl-2-(3-pyridy!)elhyQamino-/^l3-(trifluoromethyOphenyOben2amide; 

2-I(lK)xidc>-4:RyridyI)methyI]amino-/SA[3-(trifluoromem^^^ and 

2-[(4.pyridyl)melhyllmelhyIamino-AAI3-(trifluoromethyOphenyqben2amlde 

or a pharmaceutically acceptable salt thereof. 

14. A compound of formula I according to claim 5 selected from 

2-l(4-pyridyI)methyI]amino-W-(4-chloronaphthyl)ben2amide; 

6-methyl-2-l(4-pyridyl)methyI]amino-M(4-chlorophenyl)ben2amide; 

6-chloro-2-[(4-pyridy!)methyl]amino-A^(4-chIorophenyl)ben2amide; 

3,4'methylendioxy-6-l(4'pyridyI)methyl]amino-A/-(4-chlorophenyl)ben2amide; 

4,5-dimethyl-24(4-pyridyl)methy!]amino-A/-(4-chIorophenyl)ben2amide; 

5.chloro-2-I(4-pyridyI)methyI]amino-N-(4-n-propylphenyl)ben2amide; 

2-l(4-pyridyl)methyl]amino-W-(4-n-propylphenyl)ben2amide; 

2-[(4-pyridyl)methyl]amino-M(7-hydroxynaphthyl)ben2amide; 

2-l(4-pyridyl)methyl]amlno-W-(8-hydroxy-2-naphthyl)ben2amide; 

4- chloro-2-l(4-pyridyl)methyl]amino-W-(4-chlorophenyl)ben2amide; 

5- methyl-2-[(4-pyridyl)melhyl]amino-A^(4-chlorophenyl)ben2amlde; 
2-l(4-pyrldyl)methyl]amino-W-(5,6,7,8-'tetrahydronaphthyl)ben2amide; 
2-I(4-pyridyl)methyI]amlno-M(4-biphenyl)ben2amlde; 
5-chloro-2-[(4-pyridyl)methyl]amino-Af-(4-chlorophenyl)ben2amide; 
2[(4-pyridyl)methyl]am!no-AKnaphthyl)ben2amide; 
2-[(4-pyridyl)methyl]am!ho-M(2-napthyl)ben2amide; 
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2-l(4-pyridyl)methyl]amino-/\f-(4-inethoxyphenyl)ben2amide; 

2-l(4-pyridyl)methyI]amino-N-l3-(trifluoromethoxy)phenyl]benzamlde; 

2-((4-pyridyl)methyl]amino-A/-(4-methoxy-2-naphthyl)ben2amide; 

2-({4-pyridyl)methyl]amino-W-(3-bromo-2-naphthyl)ben2amide; 

2-[(4-pyridyl)methyl]amino-A^[4-0sopropoxycarbonyl)phenyl]benzamide; 

2-l(4-pyridyl)melhyI]amino-/V-l4-(lrifluoromethoxy)phenyl]benzamide; 

2-l(4-pyridyl)methyl]amino-N-[4-(isopropylcarbamoyl)phenyl]benzamlde; 

2-[(4-pyridyl)methyl]amino-M(3-chloro-4-methylphenyl)ben2amide: 

2-l(4-pyridyl)methyl]amino-A/-(2-methylphenyI)ben2amide; 

2.{(4-pyridyl)methyl]amino-Ml3-(methoxycarbonylmethyl)phenyl]benzam!de; and 

2-[(4-pyridyl)methyl]amino-A/-(4-phenoxyphenyl)benzamide; 

or a pharmaceutically acceptable salt thereof. 

15. A compound of formula I according to any one of claims 5 to 14, or a N-oxIde thereof or 
a pharmaceutically acceptable salt of such a compound, for use in a method for the 
treatment of the human or animal body. 

16. A pharmaceutical preparation, comprising a compound of formula I according to any 
one of claims 5 to 14, or a Noxide or a pharmaceutically acceptable salt thereof, or a 
hydrate or solvate thereof, and at least one pharmaceutically acceptable carrier. 

17. A process for the preparation of a compound of fomiula I according to claim 5, or a f*- 
oxide or a pharmaceutically acceptable salt thereof, characterized In that 

a) for the synthesis of a compound of the fomnula I wherein X represents NRs, where Re b 
hydrogen and Y represents CHR8-(CH2)„, each as indicated for a compound of formula I, 
and the remaining symbols W, R,. R2, R3. Ra. Rs. Be and R, are as defined for a compound 
of the formula 1, an aniline derivative of the formula II 
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(II) 



wherein W. R,. Ra. R4. Rs. Re and R, are as defined for a compound of the formula I. is 
reacted with a carbony! compound of the formula III 

R2-(CH2)„- C(R8)=0 (•") 

wherein n, R2 and R, are as defined for a compound of the fomiula I in the presence of a 
reducing agent; or 

b) for the synthesis of a compound of the fomiula I wherein X is SO. and the remaining 
symbols R„ Ra. R3. R4. Rs. Be. R7. W and X are as defined for a compound of the formula I. 
an aniline derivative of the formula II as defined under process variants a) Is reacted with an 
acid of the formula IVa 

Ra-Y-OH (IVa) 
or a reactive derivative thereof; or with a compound of formula IVb. 

Ra-Y-HaT (IVb) 
wherein HaT is chloro, bromo or iodo; or 

c) for the synthesis of compounds of the fomiula I wherein X represents NRs. Y represents 
CRsR,r(CH2)„ and the remaining symbols R,. R2. Ra. R4. Rs. Re. R7 and R, are as defined 
for a compound of the formula I. a halogen derivative of the formula V 
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(V) 



wherein Hal represents iodine, bromine or chlorine and W, R„ Rg. R4. Rs. Re and R» are as 
defined for a compound of the formula I. is reacted with am amine of the formula VI 

Rr(CH2)n- C(R8)(Rio)-NHR8 (VI) 

wherein n. R2. Re. R9 and R,o are as defined for a compound of the formula I in the 
presence of an appropriate catalyst in an inert solvent in the presence ol an aprotic base; 

where the starting compounds defined in a), b) or c) may also be present with functional 
groups in protected form if necessary and/or in the form of salts, provided a salt-fomnlhg 
group is present and the reaction in salt form is possible; 

any protecting groups in a protected derivative of a compound of the fomiula I are removed; 
and, if so desired, an obtainable compound of formula I Is converted Into another compound 
of formula I or a N-oxide thereof, a free compound of formula I is converted Inio a salt, an 
obtainable salt of a compound of formula I is converted into the free compound or another 
salt, and/or a mixture of isomeric compounds of formula I Is separated into the Individual 



4 



isomers. 



